Differential effects of putative inhibitors on cytosolic and membrane associated platelet lipoxygenase.
The effects of Indomethacin, Esculetin, ETYA (4, 7, 10, 13-eicosatetraynoic acid, U53119), 3-amino-1-trifluoromethyl-7-phenyl-pyrazoline (BW 755C), Quercetin, Phenidone, and Nordihydroguaretic acid (NDGA) on the synthesis of 12-L hydroxyeicosatetraenoic acid (12-HETE) by human platelet 12-lipoxygenases were investigated. Except Indomethacin and Esculetin, all other drugs demonstrated significant inhibitory effect on 12-lipoxygenase activity. The rank order of potency for the inhibition of lipoxygenase in intact human platelets was ETYA greater than Quercetin greater than NDGA greater than Esculetin greater than Indomethacin. BW755C and Indomethacin were effective against platelet cyclooxygenase also. ETYA (U53119) was the most potent and selective inhibitor of platelet lipoxygenases. Results of our studies suggest that known lipoxygenase inhibitors display differential effects on platelet cyclooxygenase as well as membrane and cytosol associated lipoxygenases.